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(57) Abstract: An aminopyrimidine compound represented by the fol- 
lowing general formula (I), pharmaceutical] y acceptable salt, hydrate, wa- 
ter adduct, and solvate. These compounds were found to potently inhibit 
protcinkinases, especially aurora 2 kinase, and be capable of sufficiently 
acting in the living body. The invention has been thus completed. [Chem- 
ical formula 1] 
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(I) 



[0014] Kt, R'Xtm'tt, P-Xtt&fcoT^pyXIS^\ fcHn*S^ T/Ua 

R 5 ii7k^JSC^\ T4^P-/l'XttT5/A'*r*U 

Ac«¥^ TA&Asr^A TS^TSA %JW^4/K T;V^;V^;W<^;V 
s ;fc/M^A T;v^**sl)?v^;v, ^77*^, 7/v^;V77^^, 

R'ttCOR 10 , CO R 1( \ CONR 10 R l \ CSNR'V 1 , SO R 10 X{iOR 10 £*U5£* 

2 2 

, R 10 3tim"r±, Ei-xHt&fcoT-T-R ,2 {a;<K #&uev^\ c or 

1-6 

2-6 2-6 
wy, T/l^r— V>©5*>l*»fe3ffii© < ?«^^S:-C(=0)-, -C(=0)0~, -OC( 

=0)-, -C(=0)N(R 14 )-, -OC(=0)N(R 14 )-. -NR 14 - X -N(R 14 )0-,N 

(R 14 )C(=0)-, -N(R 14 )C(=0)0-, -N(R 14 )C(=0)N(R 15 )-, -S(0 )-,NR 

2 

14 s(o -s(o )n(r 14 )-, -n(r 14 )c(nh)n(r 15 )-, mmm*xmmm* 

2 2 



WO 2005/113550 



5 



PCT/JP2005/009119 



(2) ±m*.m, R 3 Rxm 4 n, m-x\tw^x^mu^xn.r^;v^u 
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M^foT-T-R 12 {^;it> x T J3\ #£U£V^\ C (DT^U^Xn^fDT/^U 

1-6 

y<A5^1/^3j@£>^V>£-C(=0)-, -C(=0)0-, -C(=0)N(R 14 )-, - 

n(r 14 )-, -N(R' 4 )c(=o)-ximmmi-xm^tzh<D<D\^^^ir 0 )x 
\m m tR u tmmz.^i-mmmi-tmz, zbi^ mmm*. ^.nmi-Rtm 

R 9 te*?ifJj§C7\ T/i^/vXfST^/v^lTK Xtt, 

R 8 ^tm 9 «^S(C^i-5^^I^-7-i:^tC5^b7M^^^i-5S^-r± 

(3) ±!E5£(i) *K R^tflR^IH— Xte^fto-c, TA^otttrs^rsy***- 

(4) ±|ESXDf , R 3 ^rm 4 ^^tL**M^^1-±fS (1) d»5> (3) ©V ^-ftlfr 

(5) ±!B5S(D* , R 5 ^7kSf JijH^^f ±IE (l) (3) <D\ ^tlMZ$ffi.<Ott&® 
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[0018] r^sr 2 -?^*^ r/ND^i^^ j tvxte, Mx.tfyymfc*. J£«^- » 

[0019] R^i^-e^a-vs rr/w^r/vj fciytwu c ©7^^ (#k y^vK ^ 

1-6 

PtVK ^yyW/K iW^/K sec-^/K tert-^/K ^fvK 

^^-^7^) d^lf t>*T„ C <DT)\>*fV (#k yfvK ^nt>, ^fy^nf 

1-3 

[0020] R'Xl-iR 2 X^fl^T^^y]tLX\t,m^fC (DTsV^sftmihtl, 

1-6 

[0021] R'Xi^T^^tLSrT/V^/WT^yj^LTfi.FlI^tfC ^TW^T^* 

1-6 

, n-y^r^y, iWA-r^y, ^^/v-r^y, N-y^vv-N-^A-r^y, t° 
nye^-w/K t°^y^-i-^^^(f 0^L<f*y^/wT^y, vt^/vr^ 
y^«e>;ti,5 0 

[0022] R 1 x«R 2 -e^$tt5rTv'/vT^yji:L-r[i^j^«c oT^vr^y^^tf^ti 

1-6 

, Jl-ftiftKtetfvK/Kr^y, rw/wrsy, ynt-^/vT^y, ^v^r^/^m 

[0023] R a XteR 2 -e^£;ft577V3VK TA*a**S* T/l^/VT^yXteT^T^yft, g 

&S£*L-r^-obcfcv\ mmmtLx\t. m^it, c ©t^(r y^ 

1-6 

/K ^;^),/M3y^T-(^>J, 7^^JgT-, m^^-, H§iyiH\ a^igH^ 
) % tKn^> % C <DTfr=i^>, ^y. #/Vtf^v\ C (DT;V^i/^;V^s=.;v 
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M* tert-Zfh*isJj»78~/vm). T*/MM. */V^>M§9, Ti/Atti/, T5:A T 
;V3r;VTS A ^T^/VT^A TKh\ T/V^AT^h\ #/W<*>f/K 7,;vy 7 ^;V s 

[0024] r 3 x«r 4 t^$^ r/Noyyjg^-j tvx\t^ iftmtxmfxmZtiz r/sayv 
[0025] R 3 x«R 4 -c^$tt§ rr/v^/vj ti/c MeR'xftR 2 -?^*^ rr/w^r/vj t 

[0026] R z X\ZR 4 X*£tlZ> \T)^**s\ kLXlt, MfER^ttR 2 ^^^ TT^^J 
[0027] R 3 ^iiR 4 -e^$^5, T/l^/VXfcmi^^teg&SSr^LTV ^Xh& \ ZZ. 

[0028] R 5 -e^£ft5 rr;^;vj fci/cH\ li&fBR'xteR 2 -?^^ rr/v=¥/vj tmmot 

[0029] R 5 W$n§ rr^ki irLTte, 0!*.tfftX Wid^6©T^/V^*ff Ml, Jtrffc 
[0030] R 5 X7F&tlZ, TA*/l<X\*TUMim&mZ%LX\< ^Tt£V \ W&&b 

vx\t,mm 1 xizR^*&ft&w&&tm&<Dhmmftbti%o 
[0031] R 6 s.tm 7 T^$n?> ^/^^^^MT-J itt fi, ffiiER'xteR'-e^fts r^n^v 

[0032] R 6 s.im 7 T^$n5 rr/v^/vj £L-a* , mmR l x\tR 2 x^ti^> rr/w^/vj £ 

[0033] R 6 RXfR 7 X^tl^> \T)V^y\ tLXlX mBR'XlZR^^tlZ \T)V^y\ 
[0034] R 6 RTfR 7 X7jk£ttf) \T )V*>VT^J \ tLX\t, tUm^Xii^X^fl^ fTA* 

<5o 
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[0035] R 6 Rxm 7 x**£tiz> rrv/Krs/j kvx\*. HiiiER 1 xi*R 2 x*7F£nz> rr^r^ 

[0036] R 6 RXM 7 X-^tl^T^^JW<^;^]tLX\t,mx.\fC <DT;V*;Vjj 

1-6 

[0037] R 6 ^U?R 7 r^$^rT/v='^v'^/v^-/vj^L-C{i,^J^(fC ©7;^^ 

1-6 

[0038] R 6 RTM 7 X^£tl&T/l'*/\'X;V7T^fr}bLX\*,fflz.\fC <DT/V*/VX 

1-6 

[0039] R 6 X\ZR 7 X*£tLZ, T/l^/K TA*a*is* T;V^-;VT^ S Tv-^T^A T;V* 

x\^xh&\ ^x\ w&mtLxte, mmR l x\$R 2 x^tiz>m&&tmm<r>h 
[0040] R 9 x*£tiz> rr/v^/wj tvxtt. ttimR l x\$R 2 x&£tiz> \7;\>*>v\ t mm<vi> 

[0042] R 9 -c^$ti5 rr^/vj tLTW\ BtrfER 4 -e^£ti5 rr^vvj ^m^co^ w t> 

[0043] R 9 T^$tL5, TVW^/K 7;V^i/X\tT^M%m.^^\.X\ ^Xi>&\\ ZJZ. 

x\ s^si:LT«, mmR'x^x^nm^mtmm^^mif htiz* 
mmtLxi-i, Mz.it. t o nyv^ ^ t^7^>\ ^/v^yy, 
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ft7x>, yyy, fc°n— /v, <<syy**-/K t^y— /K tfy^v, fc^v^ t°ys 

[0045] R 10 susR n d\ famz&&i-mmm*£ti>\z5frb7Am&Mf&ir%mtLx 

^-ev^T^ ) J;v^ 0 5^v^L7M^i:bT«, 0>j*.i*> t°ny>^ t°^y^, 

\ t o yy>\ fyvV, t°y v^v, ^ry-;K jytt^/-*&mif bfiZo 5 

J^7MStii, WSWLTVNT^J;V\ rrT\ g^Si:LT«, lifjfBR'XfiR 2 "? 

[0046] R 12 -e^£*i5 rr^/vj £L-ct3, tufdR 1 xteR'-e^lxs rr/v^j tmm<D 

1-4 

[0047] R 12 -C*$ixS TxNny ^M-T- j tLX\Z. mmCXl-ttfX^ZtlZ IVM^Vjjf^j 
[0048] K l2 X^fl^^u7;V^;V\}±X\t,mk.\f.C <D*s?v7 ;V*c;V$mfbtl 

3-8 

[0049] R 12 x^£tiz> mmm tvxiz, mx.& &mm*&.tu^ mmm?. raM^ 

tv<yi^ ^e/v*y^ ^^yv^y^, ft7iy, y^ t°u-7K 

^y*y-/K i^y*-/K t°yv?^ tr?^ t°y^yv, ^ry*-/K -fy^-y-y- 

[0050] R 12 -e^$<a5 rry-/vj ^lt ^gtxii^^Wbtu 0y*j£y^-/K 
l— 7-y?vK 2-^-y^/v^^^ff ibtb, ^Uiiy^v^rf 
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[0051] R ,2 T^£ft5T/l^K T5A ^n7M;K fc*»XttTy-^tt1KM*tf 

[0052] R 13 x^£ti% rr/v^/vj kvx\z, mtm'x\'iR 2 x^ti^ rr/v^/w £ 

[0053] R 13 T^$^rT^V^J^LTii^J^«C (DT^^r/V^W "b*U Mfo 

7-16 

o 

[0054] R 13 -e*$ns rrv/id £LTte, MlER 4 "e^$ii^ rr^j ii^#©t^^tf b 

Mo 

[0055] R 13 T^$tl^>, T/V^/K T7fr*/l'X\*T*yMZW.&&Z^X\ ^Xh £V \, 

[0056] R 14 ^tm 15 -e^$tis rr^^vj £L-c&, stifER'xfiR'-e^^tis rr/i^/w t 

[0057] R^&U^T^t^T/^/HSfi&S^L-CV £V \ W&&tLX 

^mm'xn^x^tim^mtmm^m^mifht^bo 
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[0069] *»»Ofk^fttts *#iD*K &mtoRTmmiV(lk\,Xf&£tZ£.kb3b 

[0070] *»ijg©-jR^:(I)©ft*«i«, £JlTlw5E^5^*fc < ttj|R3g-C#5o 

[0071] TEHR^©**, »K^&fcV*R!!K R\ R 2 , R 3 , r\ R\ R.\ R 7 X\ZR*i*mZ 
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[0072] MblO] 




[0073] 1. KJCl 

±E~ /&5S(IV) (Shudong Wangi^ Jounai of Medicinal Chemistry, 47#1662~ 
1675^2004^) t?«*n6flS^*«r, »S*a7C*#T, •f-fcfcfc, fcfc^tt 

[0074] ±K-«5t(m) •e*$n5^^»*x-R 9 ' (5$*, R 9> \mmi£m<DR 9 frtb7km 

[0075] ±fB-^(III)T^$tl^L^^R 16 -CO-R 17 (^^ % R 16 £ttfR 17 ii N 

Jj^£^-)£KJ&£-frfc^ ***mwtZZb\z£9 * ±K-«s£(n) (5fc«K R 9 
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2. 



±E-1RS: (iv) ^&ZtW\&®*'*7 9 SV& - Mm (Pd -C) <d#£TT\ * 

[0076] ±fB-jW5£(n) -C^SHS-fk^**, X-COR 10 , X-CO R 10 , R 10 -NC 

2 

CX R 10 -NCSX«X-SO R 10 (R 10 ttt&iE©ii«J''C*>!K XJ2/NP^Vj£i\ fcKn* 

2 

•9, HK5S(I)^&h^b^(5*; t t\ R^COR 10 . CO R 10 , CONR 10 R U , CSN 

2 

R 10 R"XfiSO R 10 ^-f) ^S^-fS^^"^,, 

2 

[0077] -tote, ±K^^(IV)«SH^b*«Sr^7^^-^(Pd-C)©#ftT 

-c% *mmmRfo*ft\<\ mn&miMz.&. *9/-/k *xizz.n 

. -JRS:(I) t», R 8 ^OR 10 ^-rj;5^TgE-^(la) 
[0078] Wbn] 



[0079] «tf» % R\ R 2 X R\ R\ r\ r\ R 7 X(iR 10 iiiuf6Oii«9T^5) X*mtlZ>it&Vo 

[0080] ±E©#^jfc»Sfc*5VvrM ^ri&Wi^fcW:, Zii?]n<Dik&Vi>*m 

[oo8i] ±Eo&i^»g-m, tiis©»»xttjK»«^i**^s-c&5o 




(la) 
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[0082] (i) T*mt>t$tiz>*sT;¥rj>ffiM&<»m.. xa^b<D^mmL<\m 
[oo83] ±m%mzxmbtiz-f@i3:(i) ^\^m, xit^omm^n^L^m., 

[oo84] -^m<D^^mmtLxm^m^<D^jjm\t^m^m^.mn^mx 
hz> 0 Miut. «f*j&£k ffifaSitt, mm^mMm^ma^^ x 

m&mv&w. &z\<vmm(D®%(D&Mmfc£m&fr7£ir%-btfxz?> 0 

mm, m$hf&ft<Dl PS-^fiiiO. 5~300m g/ /kgft:m, iI3n~30mg/kgft: 

[0085] ^mo^^mmtvxm^m^at, ±m<Dft%}f&#kmx\$2 
x.y*i//i'M%zmfz>z.bftx%, $¥mQ&$-\mLtmmmj&v>)bLxix m*. 

[0087] mmmm^(Dmm^^timMmmMm(Dmm\m^mm^n'r . u* m. 
m\^k&x%% 0 mft&fc<Dmkvx\tm%<Di£7^>#4zf<D%7±/vzm^ 
Lx&m-rzzt&xtto ztib<D*?±/K mm, ®mz, -mma*®M<o± 

Mfc:*j-LT5~95M% #£L< te5~90M%^$Jfc£3r£tf ZktfX^ 
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[0088] ttz, -mz£M&mfr, r **hn-/V&5V S^IM^aJ&f o^i^y 
LT&SU, #^c^a^*|^fflV^fc:ai^^CD^{Cii3iS0. 5~20% 

[oo89] ^r, %mmRvmmmm^£vzb\zM<frmfcnw-tz>tf 

t^V^^DMSO-detr^^LSOOMHzX^OOMHz-eSU^LfCo 1H-NMR 

(Dfr^jj frisyhmt. ft«^£LTxh7^/^>7>(TMS)£fflv\ *l*hft&7* 

*^;vy (Hz)-C^L, s (S^V^Wh) . cK^^VyW , t(hyyv^H % q {jJ/V^yY) 
, m(v^f^i/b) , dd(^7>^WH . brs(^n-KiXV^Wh) Sfi^iEUt 

[0090] §SBg#!ll 3-~hn7rnzvl^T~vV 

3--hnT-!M20.0g, 0.15mol)^v'T-t5K(10.7g) Ol, 4-iW>( 
150ml) ^^7k^T4N^/l, 4-^^^^(631111)^^, SO^TM^ 

wmjt 0 BLfoM^Kfcywjm^vvv&jmm (5o.7mi) ^m^m, w&t 

5^i:tC<t«93-=hD7^=/Vi/T=v?>'(23.8g % 91%)-e#/c 0 
1H-NMR: 7.60(1H, m), 7.52(1H, brs), 7.39(1H, dd, 8Hz, 8Hz), 7.16(1H, d, J=8Hz), 
5.4K4H, brs) 0 

[0091] mtm2 3-i ^W5/-l-(2, 4-^^/^Ty-;V-5— (V^n-V 

5-Tir^/W-2, 4—^^^7^—^(20.08, 0.13mol)£o^/— ;V(85ml) \Z 
mMU N, N-^^/^/^T?K^^/VT-lr^-/V(85.6mO^D^4^P^*0i^ 
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n^V^(18.9g,70%)£#fCo 

1H-NMR: 7.64(1H, d, J=12Hz), 5.32(1H, d, J=12Hz), 3.13(3H, brs), 2.58(3H, brs), 
2.58(3H, s), 2.55(3H, s) e 
[0092] (4- (2, 4-v ? ^/^T/-^-5-^)t°y^>-2— |»-(3 

-nhny^— )V) TVs 

Z- f J^;V7^-l-{2, A-V^vf-T*/— /v-5-^/v)yn^sy^(20.0g % 
0.095mol) &U ? 3--hn7^/V^T-^> (18.8g) 02-^h^v-^i^y-^ (400ml) 
«£20Rt^»itSfEU-c o M«TiiL, MKI^^^D^flr 
HJL^^^55ti-^i:^J:(9(4- (2, 4-vW/V^T;/-^-5-^/V)fc 0 y^ 
y-2-^V) - (3-=hn^^/V)T?^(22.5g, 72%)£#fc 0 
1H-NMR: 10.20(1H, s), 8.92(1H, m), 8.61(1H, d, J=5Hz), 8.08(1H, m), 7.82(1H, 
m), 7.59(1H, dd, J=8Hz, 8Hz), 7.20(1H, d, J=5Hz), 2.67(3H, s), 2.66(3H, s) 0 
[0093] WfeM4 N-(4-(2, 4-i/^/V^T^—^-5— f7V)fc°y^>-2— <JV) 
^yV^-l, 3-i^75> 

mm (8.5g) (DmWt (50ml) mmmZGOX^XWMMWht^ * (150ml) RXf (4 

- (2, 4-^^jV^-T^—/V-5-^)^WJy-2-4^) - (3--hn7^- 
/VjT^dO.Og, 30.5mmol)tf)l, 4-^Hr^fv (500ml) ^^nx.60^-Cl^^ 

m\^^yy'^°^-T/^M^mmLtc^n^WLi-^tizx<oN- (4- (2, 4 

- sw- a^- ry— - 5 - ^v) t°y $ - 2 - ivv) •£ ^ - 1 , 3 - ^75 ^ ( 

8.2g, 90%)£#fc o 

1H-NMR: 9.3K1H, s), 8.47(1H, d, J=5Hz), 7.01(2H, m), 6.92(2H, m), 6.22(1H, m), 
4.92(2H, s), 2.65(3H, s), 2.63(3H, s) 0 

[0094] mmmi mwt&mi 

W&mZK£0nbtltc{4- (2, 4-vW^7y-/V-5-- <;V) &)*¥y-2 
-^V)-(3-=hn7^/V)T^(5.00g, 15.3mmol)tf)N, N-vW/l^/W»T 
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(100ml) *»fc:i0%/<9i** Aft* (0.50g) SrAD^., **^#HftTMT?6 

Jn*.«ffflLfc»fiSr5JRi-5^iCJ:!)N- (3- (4- (2, f*f-T/—fl'- 
5 -W» try$5?> - 2->f/VT$/) tKn^/PTSV (2.05g, 43%) £#fc„ 

1H-NMR: 9.48(1H, s), 8.49(1H, d, J=5Hz), 8.22(1H, d, J=2Hz), 8.18(1H, s), 
7.38(1H, s), 7.18(1H, d, J=8Hz), 7.05(2H, m), 6.46(1H, d, J=8Hz), 2.65(3H, s), 
2.63(3H, s) 0 

[0095] %mm2 m<Dit&®2 

MMmi\^nhfl1tN- (3- (4- (2, 4-5^A^7V— 4'-5->f/l') t°y$ 
i/^-2-^VT5:y)7^/V)tKndrv'/VT5^(0.10g. 0.32mmol) JtWy^^ 
(53ul) (Dxh^tKn^y^ (5ml) ^m^itT±^/> (25ul) &jbH;t3l$l8J£# 

U BWIa^ieHtA-ftt-SwilcWN- (3- (4- (2, 4-vW/v^Ty*-/v 
-5-^v)t°y5^-2-^/VT$y)7^-/V)-N-fcKn^>TirhT5;K(0.04g > 
35%)£#fc c 

1H-NMR: 10.52(1H, s), 9.71(1H, s), 8.52(1H, d, J=5Hz), 8.01(1H, s), 7.6K1H, m), 
7.26(2H, m), 7.09(1H, d, J=5Hz), 2.65(3H, s), 2.64(3H, s), 2.20(3H, s). 

[0096] %mm3 mwk&m 

mnmi\z£<ombtit£N- o- (4- (2, 4-^^/^r^-^-5— (/wy* 

*Jy-2-s(/VTK;) 7x=/V) fcKn^vvVT^ (0.10g, 0.32mmol) JkXM)3&A' 
T^y (98ul) (Drh? hh'nyy V (5ml) SSfcl^SftbT-fefvl' (48ul) £;!JD;L3«jt# 

U ^— 7 L /wJ:t)fgfH'fb1-5^lJ: < J;«9N-T-fe^/v-N- (3- (4- (2, 
^T)/-;V-5— r/V)t 0 i;v^-2— C/VT$/)7zi:^)TirbT^K(0.05g, 42%) 
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1H-NMR: 9.85QH, s), 8.55(1H, d, J=5Hz), 7.97(1H, brs), 7.76(1H, d, J=8Hz), 
7.38(1H, dd, J=8Hz, 8Hz), 7.13(1H, d, J=5Hz), 7.09(1H, d, J=8Hz), 2.65(3H, s), 
2.64(3H, s), 2.23(3H, s), 2.06(3H, s). 

[0097] mmm4 mi<D4k&m 

4- (2, 4-V'*3-;\<^T^—;V-5-y(/V) K°V*i?y-2-4/l'7^;)7*-/l') -N 

1H-NMR: 10.40(1H, s), 9.71(1H, s), 8.52(1H, d, J=5Hz), 8.04(1H, s), 7.59(1H, d, 
J=7Hz), 7.28(2H, m), 7.09(1H, d, J=5Hz), 2.64(3H, s), 2.63(3H, s), 1.61(2H, m), 
0.94(3H, J=8Hz) 0 
[0098] mi<D<k&®5 

o- (4- (2, 4-v?^/v^ry-/v-5-^)t o y r 

1H-NMR: 9.87(1H, s), 8.55(1H, d, J=5Hz), 8.01(1H, s), 7.74(1H, d, J=7Hz), 
7.39(1H, m), 7.14(1H, d, J=5Hz), 7.07(1H, d, J=8Hz), 2.64(6H, s), 2.28(2H, m), 
1.58(4H, m), 0.90(6H, m)„ 

[0099] mmm6 m<Dit&m 

- (2, 4->s^j\^7y~;v-s-4)v)t°y*^-2-<<<;v7^;)7*.~/v) -n 

1H-NMR: 10.63(1H, s), 9.77(1H, s), 8.52(1H, d, J=5Hz), 8.12(1H, s), 7.65(2H, m), 
7.59(1H, m), 7.43(3H, m), 7.29(1H, dd, J=8Hz, 8Hz), 7.13(1H, d, J=9Hz), 7.10(1H, 
d, J=5Hz), 2.63(3H, s), 2.58(3H, s) 0 

[0100] n«j7 m<r>\Y&mi 

/M-^-N- (3- (4- (2, 4-^^/^Ty-/V-5-^/V)fc o y^v ; y-2-^ 
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1H-NMR: 9.86(1H, s), 8.50(1H, d, J=5Hz), 8.15(1H, s), 8.02(2H, d, J=7Hz), 
7.76(1H, t, J=8Hz), 7.66(1H, m), 7.60(4H, m), 7.45(1H, m), 7.38(2H, m), 7.31(1H, 
dd, J=8Hz, 8Hz), 7.12(1H, d, J=5Hz), 7.01(1H, d, J=8Hz), 2.63(3H, s), 2.6K3H, s) 

o 

[0101] mmms mi<oit&m 

WtM4iZ^n<bfVftN- (4- (2, 4-v^/W7^-/V-5-> i/V) &J**Jls 
-2-^;V)^y^l/-\, 3-v?T^(0.30g, 1.0lmmo\)RXfh\)=^^T^( 
0. 17ml) (DTYy^Y^yTy (10ml) WWtZMkTt^/V (0.08ml) ZMz.&UX-~m. 

- (3- (4- (2, 4-v ? ^/V5 L T)/-/V-5-'l';W)t o y^v J V-2-^VT^/)7i 
=/V)TirhT5K(0.23g, 67%)£#fc 0 

1H-NMR: 9.83(s, 1H), 9.61(s, 1H), 8.50(d, 1H, J=5Hz), 7.84(s, 1H), 7.52(m, 1H), 
7.20(m, 2H), 7.06(d, 1H, J=5Hz), 2.65(s, 3H), 2.63(s, 3H), 2.04(3H, s) c 

[0102] mmm9 mio^m 

1H-NMR: 9.77(1H, s), 9.60(1H, s), 8.50(1H, d, J=5Hz), 7.90(1H, s), 7.47(1H, m), 
7.2K2H, m), 7.06(1H, d, J=5Hz), 2.64(3H, s), 2.63(3H, s), 2.28(2H, t, J=7Hz), 
1.62(2H, m), 0.93(3H, t, J=7Hz) 0 

[0103] mmmio moit&mo 

(4- (2, 4-&*f-A>7T*S— ;v-b-^;vW^-y-2-^;vr^)y^;v)y( 

1H-NMR: 9.72(1H, s), 9.60(1H, s), 8.50(1H, d, J=5Hz), 7.95(1H, s), 7.44(1H, m), 
7.20(2H, m), 7.06(1H, d, J=5Hz), 2.64(3H, s), 2.63(3H, s), 2.62(1H, m), 1.10(6H, d, 
J=6Hz) 0 
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[0104] m&mii mott&mi 

- (2, A--y^;v^r^-;v-b-^;v)^)^y-2-^;vr^J)y^;v)^ 

1H-NMR: 10.2K1H, s), 9.67(1H, s), 8.52(1H, d, J=5Hz), 8.15(1H, s), 7.96(2H, d, 
J=7Hz), 7.55(4H, m), 7.29(2H, m), 7.07(1H, d, J=5Hz), 2.64(3H, s), 2.60(3H, s). 

[0105] $mm\2 m<n>\\&m\z 

3- (4- (2, A-i/^)V^T^—)V-^-y{)V)^)VJ'^-2-^)VT^Ay^)^ 

1H-NMR: 10.07(1H, s), 9.62(1H, s), 8.50(1H, d, J=5Hz), 7.89(1H, s), 7.50(1H, m), 
7.34(4H, m), 7.24(3H, m), 7.06(1H, d, J=5Hz), 3.64(2H, s), 2.63(3H, s), 2.63(3H, s) 

O 

[0106] |Hi&#|13 mi<Dfc&m3 

£W- (3- (4- (2, 4-iy^/\^-T^—^-5-4^)\f])^y-2-4/^T^) 
7x.-;V) -3-7^/vyi3tf^->T5Ktr#fc 

1H-NMR: 9.8K1H, s), 9.59(1H, s), 8.50(1H, d, J=5Hz), 7.87(1H, s), 7.50(1H, d, 
J=7Hz), 7.26(7H, m), 7.06(1H, d, J=5Hz), 2.92(2H, t, J=8Hz), 2.63(6H, s), 2.62(2H, 
m) 0 

[0107] mi<Dit&V0l4 

i9N- (3- (4- (2, 4-^^/V^7^-/V-5-4M^])^y-2-4^T^) 

1H-NMR: 10.08(1H, s), 9.60(1H, s), 8.50(1H, d, J=5Hz), 7.89(1H, s), 7.49(1H, m), 
7.2K2H, m), 7.06C1H, d, J=5Hz), 2.65(3H, s), 2.63(3H, s), 1.82(1H, m), 0.79(4H, 
m) 0 

[0108] msmi5 mwt&ms 
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£W- (3- (4- (2, 4-v f ^/^T^-/V-5->l';V)t°y5v ? V-2-^T^y) 

1H-NMR: 9.70(1H, s), 9.59(1H, s), 8.50(1H, d, J=5Hz), 7.94(1H, s), 7.43(1H, m), 
7.20(2H, m), 7.06(1H, d, J=5Hz), 2.64(3H, s), 2.63(3H, s), 2.35(1H, m), 1.78(4H, 
m), 1.65(1H, m), 1.42(2H, m), 1.23(3H, m) 0 

[0109] H]!fc#!ll6 mi<Dik&m6 

w);v?xiyY*m\\ mi^it^m^mmmtmrno^m^xm- o- (4- 

1H-NMR: 9.77(1H, s), 9.60(1H, s), 8.50(1H, d, J=5Hz), 7.89(1H, s), 7.47(1H, m), 
7.2K2H, m), 7.06(1H, d, J=5Hz), 2.64(3H, s), 2.63(3H, s), 2.31(2H, t, J=8Hz), 
1.58(2H, m), 1.33(2H, m), 0.9K3H, t, J=8Hz) 0 
[0110] H*£#IJ17 3gl^b^l7 

- (4- (2, 4-^/Vf7/- /W-5-^/V)tf!J§^-2->r/VT$y)73:=/V) 

1H-NMR: 9.76(1H, s), 9.60(1H, s), 8.50(1H, d, J=5Hz), 7.89(1H, s), 7.48(1H, m), 
7.2K2H, m), 7.06(1H, d, J=5Hz), 2.64(3H, s), 2.63(3H, s), 2.30(2H, t, J=8Hz), 
1.59(2H, m), 1.29(8H, m), 0.86(3H, t, J=7Hz) 0 

[oin] %mm\z mourns 

±0N- (3- (4- (2, ^-5-4^)^°])^yy-2-4/>T^/) 

1H-MNR: 10.19(1H, s), 9.69(1H, s), 8.52(1H, d, J=5Hz), 8.11(1H, s), 8.04(1H, d, 
J=4Hz), 7.85(1H, d, J=6Hz), 7.54(1H, m), 7.28(2H, m), 7.23(1H, m), 7.08(1H, d, 
J=5Hz), 2.64(3H, s), 2.60(3H, s) 0 

[0112] mmmi9 mofc&mw 
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N - (3 - (4 - (2, 4 - 5 -JsV) - 2 -JA'T^J) 7 

*.-j\>) - 2- (2-^3i=7k)T-fehT^KSr#fCo 

1H-NMR: 10.1K1H, s), 9.64(1H, s), 8.50(1H, d, J=5Hz), 7.90(1H, s), 7.51(1H, m), 
7.39UH, m), 7.23(2H, m), 7.07(1H, d, J=5Hz), 6.99(2H, m), 3.88(2H, s), 2.64(3H, 
s), 2.63(3H, s) 0 
[0113] ^tl(Oit^20 

m^M4iZXmhfltlN- (4- (2, 4-^^^T^-/V-5— OV)K°V*i/y 
-2-^)V)^y^il/-\, 3-^T^>(0.30g, l.OlnunoD&tf hy^/VT^( 
0.32ml) <Dxh7fcKn77^(lOml)»'^t^y/^^DyK^^(0.20g)^0^^ 

3- (4- (2, 4-v ? ^^;^Ty'-/V-5-^)t' , y5v ? >-2-'l';VT5y)73i=/V 
) K°Vi?y- 2-*/V^^K (0.30g, 74%) £#fc 0 

1H-NMR: 10.44(1H, s), 9.71(1H, s), 8.76QH, d, J=4Hz), 8.53(1H, d, J=5Hz), 
8.25(1H, s), 8.18(1H, d, J=8Hz), 8.09(1H, m), 7.69(1H, m), 7.52(2H, m), 7.30(1H, 
dd, J=8Hz, 8Hz), 7.09(1H, d, J=5Hz), 2.65(3H, s), 2.63(3H, s) 0 

[OH43 mnM2i minimi 

^^M;v^xiwmmm:m\\mmt^m20(om^bm^(D^m^m 

- (3- (4- (2, 4-*y^^T*/-;V-S-s(;V)t°y%yi'-2-'(;\'T^;)7=. 

&J*?is- 3-#/l^=WK£#fCo 
1H-NMR: 10.4K1H, s), 9.71(1H, s), 9.12(1H, d, J=2Hz), 8.77(1H, m), 8.52(1H, d, 
J=5Hz), 8.29(1H, m), 8.15(1H, m), 7.57(2H, m), 7.31(2H, m), 7.08(1H, d, J=5Hz), 
2.64(3H, s), 2.6K3H, s) c 
[0115] %Mm22 m<Dit&%f23 

WmM4lz£<QnbtlttN-(4-(2, 4-V'^^T-/-)V-^>-4)V)^)Vyy 
-2-4>\>)^y*iy-\, S-v^XO.lOg, 0.34mmolh 5-^/V-2-^^ 
^*/V^^(53mg) % -Myzfxi^;V3L^-/VTVy{lQ\i\)<D^i, N-vW/V^/VA 
T^K (5ml) MtCBOP^ {^y^W 7V—A>- 1 -JA'tti/h})* (SWAT'S 
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m- (3- (4- (2, 4-^f;Vf7y-/>- 5— <;V) n°])^^-2-^^TKy)y 
^-/V) - (S-*3-/^*7*y) -2-#/V^lKK(0.09g, 65%)£#fc 0 
1H-NMR: 10.06QH, s), 9.67(1H, s), 8.52(1H, d, J=5Hz), 8.08(1H, s), 7.84(1H, m), 
7.53QH, m), 7.26(2H, m), 7.08(1H, d, J=5Hz), 6.92(1H, m), 2.64(3H, s), 2.6K3H, 
s) 0 

[01163 mwt&ms 

2, 4-^fyi^Ty-/v-5-#/v#V^£J8v\ *l^b^230M^&t 
mm<D®imz£<9N- (3- (4- (2, A-V^)V^T^-)V-Z-^)V)^)^y- 
2-^/PT5./)y^^) - (2> A-V^A^f-T^-As) -5-#/l^=¥1^K&#fc 

o 

1H-NMR: 10.02(1H, s), 9.68(1H, s), 8.51(1H, d, J=5Hz), 8.06(1H, s), 7.52(1H, m), 
7.23C2H, m), 7.08(1H, d, J=5Hz), 2.66(3H, s), 2.63(3H, s), 2.62(3H, s), 2.55(3H, s) 

o 

[0117] %m^2A mi<Dik&V027 

mk?vvT±^sv%m\<\m<Di\:&m<DWgfekmm<Dmmz£y2-?vu 

-N- (3- (4- (2, 4-^W7y-;>-5- </V) M°^>-2— |7KT$/) 

1H-NMR: 10.2K1H, s), 9.69(1H, s), 8.51(1H, d, J=5Hz), 7.92(1H, s), 7.54(1H, m), 
7.24C2H, m), 7.08(1H, d, J=5Hz), 4.25(2H, s), 2.65(3H, s), 2.64(3H, s) 0 
[0118] ^itf!|25 mi<Dfc&®28 

U&m4fc£<9%b]nttN- (4- (2, 4-*J*f-/Vf'T/—A'-5-' <>V) 
-2-4^)^>^y-l, 3-^75^(0^, l.Olmmol) RWJ^/^T5.>( 
0.17ml) <DTh7KFv7Ts(l0mimmWyXfr&~;l'?vyh* (86ul) 

x*3m»mmvtz 0 Rfom^zMn. mm^^xmmu mm^^y^^xn 
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ZfrtZZtKMN- (3- (4- (2, 4-*J*f'A&T*/—A'-5-' <;V) &J**?y- 
2-4)V7%J)7*.-)V) MlsajMHyTKY (0.29g, 76%) Sr#fco 
1H-NMR: 9.68(1H, s), 9.65(1H, s), 8.51(1H, d, J=5Hz), 7.61(1H, m), 7.57(1H, m), 
7.25(1H, dd, J=8Hz, 8Hz), 7.08(1H, d, J=5Hz), 6.83(1H, m), 3.00(3H, s), 2.65(3H, 
s), 2.64(3H, s) 0 
[0119] Hife0!l26 m<D4t&®29 

N- (3- (4- (2, A-\z^;V^-r^/—^-5-^/V)\f^^-2—i^T^/)y 

1H-NMR: 9.67(2H, s), 8.50(1H, d, J=5Hz), 7.57(2H, m), 7.23(1H, dd, J=8Hz, 8Hz), 
7.08(1H, d, J=5Hz), 6.82(1H, d, J=7Hz), 3.09(2H, t, J=8Hz), 1.67(2H, m), 1.35(2H, 
m), 0.83(3H, t, J=8Hz) 0 

[0120] »0ij27 mwt&mo 

^yif>^v^^uw^\mi<D^m28(Dm^mtmm(Dmm^w 

- (3- (4- (2, 4-S^vl^T:/— )V-§-y{)V) ^)^J>-2— <;VT^J)7zc 

1H-NMR: 10.18(1H, s), 9.62(1H, s), 8.49(1H, d, J=5Hz), 7.80(2H, d, J=7Hz), 
7.53C5H, m), 7.12QH, dd, J=8Hz, 8Hz), 7.06(1H, d, J=5Hz), 6.68(1H, d, J=8Hz), 
2.65(3H, s), 2.62(3H, s) 0 

[0121] mM&m m<D\k&mzi 

mmfm^x^onbtittN- o- (4- (2, 4-^^/^r/-/v-5— i» try 

^y-2-^(;V7^/)y^;V) -2-^nnTi?hT^K(0.10g, 0.27mmol) RTfi** 
(47ul) ON, N-i?^/VX/]sJ±TS.mWi(5m\) l^*^;W.M70mg)&tfte 

^n-rh^7^-(^an^A:^y-;V=19:lT'^t±l) fcXVnMU N-(3- ( 
4- (2, 4-iW/l^7V-/V-5— T/V)t°y^v ? ^-2— (AT$;)7*-M -2 
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-*/V*yy-4-^/Kr-fehT5K(0.11g, 96%)£#fc 0 

1H-NMR: 9.6K1H, s), 9.60(1H, s), 8.50(1H, d, J=5Hz), 7.92(1H, s), 7.49(1H, d, 
J=8Hz), 7.24(2H, m), 7.07(1H, d, J=5Hz), 3.64(4H, m), 3.13(2H, s), 2.64(3H, s), 
2.64(3H, s), 2.53(4H, m) c 

[0122] mmm29 m<wt&m2 

- (2, A-V^AfT-/— ^-5-^v)\:°]}^yy-2-4^T?.j)y^~^) -2 

1H-NMR: 10.48(1H, s), 9.72(1H, s), 8.94(2H, bra), 8.51(1H, d, J=5Hz), 7.91(1H, 
s), 7.58(1H, m), 7.26(2H, m), 7.09(1H, d, J=5Hz), 3.71(2H, t, J=5Hz), 3.10(2H, m), 
2.66(3H, s), 2.64(3H, s) D 

[0123] HJ&0IJ3O mi<o4t&m3 

m^2- {A-t-ZfY^y^^^V^y^-l-^jV) -N- (3- (4- (2, 
4-^f;vf7y-;> - 5 -4>V) **Jy - 2 -^T57) 7x=.;>) T-fchT^K 

1H-NMR: 9.60(2H, s), 8.50(1H, d, J=5Hz), 7.92(1H, s), 7.49(1H, d, J=8Hz), 
7.24(2H, m), 7.07(1H, d, J=5Hz), 3.37(4H, m), 3.16(2H, s), 2.63(6H, s), 1.40(9H, s) 

o 

[0124] H»J31 mi<Dfc-&m5 

- (4- (2, 4-^^/^T^—/V-5-^)\l°V^>-2-^/UT^/)y^M 

- 2-^h^v-T-fehT^K^#fCo 

1H-NMR: 9.62(1H, s), 9.59(1H, s), 8.50(1H, d, J=5Hz), 7.97(1H, s), 7.51(1H, d, 
J=8Hz), 7.24(2H, m), 7.07(1H, d, J=5Hz), 4.00(2H, s), 3.39(3H, s), 2.64(3H, s), 
2.63(3H, s) 
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iON- (3- (4- (2, 4-i SW/l/fTjA- fc 6 !J5;>V-2-l7VTS:y) 

1H-NMR: 9.79(1H, s), 9.70(1H, s), 8.52(1H, d, J=5Hz), 7.61(2H, m), 7.35(3H, m), 
7.3K2H, m), 7.25(1H, dd, J=8Hz, 8Hz), 7.09(1H, d, J=5Hz), 6.81(1H, m), 4.47(2H, 
s), 2.64(3H, s), 2.62(3H, s)„ 

[0125] mmms3 m<Dit&®37 

^n^-N- (3- (4- (2, A-itM-Af-TV—fr-*-' |» \£9%i?y-2-' l> 

1H-NMR: 9.89(1H, s), 9.62(1H, s), 8.50(1H, d, J=5Hz), 7.90(1H, s), 7.49(1H, m), 
7.22(2H, m), 7.06(1H, d, J=5Hz), 3.60(2H, t, J=6Hz), 2.65(3H, s), 2.63(3H, s), 
2.12(2H, m) 0 

[0126] %mm mi<Dit^ms 

N-t-^>^^/Vfc/^y^^ffiV\^l(D^^23<D»^^#0^ 
\Z£<92- (t-^H^^tf^/VT^y) — N— (3- (4- (2, 4-^^/V^Ti/- 
/V - 5 —f/v) tryss^ - 2 -^/KT^y) 7=.~;V) T-teVTKY$:Wz 0 
1H-NMR: 9.80(1H, s), 9.64(1H, s), 8.50(1H, d, J=5Hz), 7.87(1H, s), 7.52(1H, m), 
7.23(2H, m), 7.06(1H, d, J=5Hz), 6.99(1H, t, J=5Hz), 3.73(2H, d, J=5Hz), 2.65(3H, 
s), 2.63(3H, s), 1.40(9H, s) 0 
[0127] Hife#j35 mi<Dik-&y>)39 

m<Dmftfc&<93- (t-^h^rv-^/V^/VT^y) -N- (3- (4- (2, 
T-TV-JV- 5-J fr) t°y 2 -^>T^y) 7x=;V) zfv/OT^&ntCo 

1H-NMR: 9.85(1H, s), 9.62(1H, s), 8.50(1H, d, J=5Hz), 7.88(1H, s), 7.50(1H, d, 
J=7Hz), 7.2K2H, m), 7.06(1H, d, J=5Hz), 6.82(1H, m), 3.22(2H, dd, J=6, 13Hz), 
2.65(3H, s), 2.63(3H, s), 1.38(9H, s) 0 
[0128] H»J36 m£>fc-£^40 



WO 2005/113550 



34 



PCT/JP2005/009119 



hW^WFVZXOA- {X-'7Y*MtjM$^A'T%J) -N- (3- (4- (2, 4-i?t 
f-A&TS—A' - 5 - -f/v) try v^V - 2 - 1>T5y) 7i^;V) :/*>T$K*#fc. 
1H-NMR: 9.80(1H, s), 9.61(1H, s), 8.50(1H, d, J=5Hz), 7.89(1H, s), 7.48(1H, d, 
J=7Hz), 7.2K2H, m), 7.06(1H, d, J=5Hz), 6.83(1H, m), 2.97(2H, dd, J=6, 13Hz), 
2.64(3H, s), 2.63(3H, s), 2.30(2H, t, J=7Hz), 1.70(2H, m), 1.38(9H, s) 0 
[0129] mi&M37 m<Dfc&V041 

mMM3McX^mhivtc2- (t--7Y*lrfi/K#=.A<TK/) -N- (3- (4- (2, 4 

0.31g, 0.68mmol)tf>l, (10ml)$»4Nil&/l, 4-^=¥^( 

5ml) SrJD*., £i&T?-llfe6fcg-r5 0 R^KSr«ff T*«IL, aiitfcBWIa^tJP 
X., feCfettK*5]R , t-5wtfcit)2-T$/-N- (3- (4- (2, 4-SW/l/*T 
/V- 5 - try - 2 - 4A>T$J) TirhT^K* j&Hi!& (0. 25g % 

94%)&#fc e 

1H-NMR: 10.50(1H, s), 9.78(1H, s), 8.52(1H, d, J=5Hz), 8.21(3H, brs), 7.90(1H, 
s), 7.58(1H, m), 7.28(2H, m), 7.10(1H, d, J=5Hz), 3.78(2H, m), 2.67(3H, s), 
2.65(3H, s)„ 
[0130] ^j&0ij38 m<Ofc&®42 

$mM35\Z£mt>flit3- (t-7h*">%frtf-/VT$y) -N- (3- (4- (2, 4 

*mw miwt&mwmitmmmv&imzxM-T^-N- (3- (4- (2, 

1H-NMR: 10.1K1H, s), 9.68(1H, s), 8.51(1H, d, J=5Hz), 7.88(4H, m), 7.52(1H, d, 
J=8Hz), 7.26(2H, m), 7.08(1H, d, J=5Hz), 3.08(2H, m), 2.73(2H, t, J=7Hz), 
2.66(3H, s), 2.64(3H, s) c 

[0131] mmm39 m<ott&®43 

Wffl3%\Z.S$&bfl1tA- (t-^^i/*/^W7V) -N- (3- (4- (2, 4 
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fflV\ $tl<Dfc&fa41<DWk&bm&<DVkmzJ:V4-7$S--N- (3- (4- (2, 4 

1H-NMR: 9.96(1H, s), 9.65(1H, s), 8.51(1H, d, J=5Hz), 7.89(4H, m), 7.51(1H, d, 
J=8Hz), 7.23(2H, m), 7.07(1H, d, J=5Hz), 2.85(2H, m), 2.66(3H, s), 2.64(3H, s), 
2.44(2H, t, J=7Hz), 1.87(2H, m) 0 
[0132] mMM40 m<Ott&®47 

tmm^m^N- o- (4- (2, 4-^^;^r^-^-5—(/wv^y 

-2-^;V7^)y^/V)-{2, 2, 2-h])7fr*v^MX/l'&>7$}!Zntio 
1H-NMR: 10.37(1H, s), 9.69(1H, s), 8.51(1H, d, J=5Hz), 7.67(1H, m), 7.58(1H, m), 
7.27(1H, dd, J=8Hz, 8Hz), 7.09(1H, d, J=5Hz), 6.84(1H, dd, J=6, 8Hz), 4.46(2H, 
J=9Hz), 2.65(3H, s), 2.64(3H, s) 0 
[0133] MMM41 mWt^48 

nmm4izxmbtitcN- (4- (2, 4-5?^a^t^— ^-5-^) wjz&s 

-2-4>V)^s*ts-\, 3-v?T^(0.10g, 0.34mmol)Ov ; ^nn^y(5ml)^ 
R>ry">7VBfc73:=yK40uD ^Dx.^M-e-MgLfCo SJ£*«r«JEET*ttb, 

mtizmm^'f'A'&ijaz.. m Mut&&&z&'rzz.b\zjLW- 0- (4- (2, 4- 

?W(0.1.g, 71%)£#fc 0 

1H-NMR: 9.62QH, s), 8.64(1H, s), 8.55(1H, s), 8.51(1H, d, J=5Hz), 7.74(1H, s), 
7.45(3H, m), 7.28(2H, m), 7.20(2H, m), 7.07(1H, d, J=5Hz), 6.96(1H, t, J=7Hz), 
2.64(3H, s), 2.62(3H, s) 0 
[0134] gMffl42 mi<Dfc&V049 

^srswsg&p&A'&R v \ m <Di\&®4%<om&W;t mmnnft ^<wn - 

(3- (4- (2, 4-i/^>\^7^~)V-5-4)V)&)Vs^-2-4>\'T^A7*-~ 
;\>) -N* -^h^#/Vfc/Mfvl^WT£#fco 
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1H-NMR: 9.56QH, s), 8.67(1H, s), 8.50(1H, d, J=5Hz), 7.62(1H, s), 7.41(1H, m), 
7.15(2H, m), 7.05(1H, d, J=5Hz), 6.46(1H, t, J=6Hz), 4.12(2H, q, J=7Hz), 3.87(2H, 
d. J=6Hz), 2.65(3H, s), 2.63(3H, s), 1.21(t, J=7Hz) c 

[0135] mmm43 m<Dik&mo 

mMM42fr£mt>ivttN- (3- (4- (2, 4-i >W/l^7>> O)* 1 !) 
^rJ>-2-y(;VT^J)y^;v) -n' -^h^v^/v^/Mfvi^wrfa^Og, 

0.47mmol) (Dy-YvMYnyj^ (6ml) (4ml) WfcKAMfomV)'?-*? 'A 

foWli (0.59ml) ^D^, 60t^30#ra«fc#Ufco ^#&£fi$rC?friPLfc&» * 

ttiDO- (3- (4- (2, 4-^^/^T^/-/V-5-^)t 0 y^>'-2— f/V 
T?y) 7i=/V) <7 WK) (0. 17g, 91%) £#fc 0 

1H-NMR: 12.52(1H, brs), 9.55(1H, s), 8.64(1H, s), 8.50(1H, d, J=5Hz), 7.61(1H, 
s), 7.39(1H, m), 7.16(2H, m), 7.05(1H, d, J=5Hz), 6.37QH, t, J=6Hz), 3.80(2H, d, 
J=6H, ), 2.65(3H, s), 2.64(3H, s), 

[0136] mm** mm&msi 

3, 3, 3-vvyMnzfx2\f^m:m\\m(o^m23<o%mmmm<omF 

(3- (4- (2, A-*J&fl^T > /—A'-5-4fr)&)^S-2-'<fi>TK 
/)7i=;v)-(3, 3, 3 - V»7jVHrv?x»*y) 7*Y*Wto 
1H-NMR: 10.20(1H, s), 9.69(1H, s), 8.52(1H, d, J=5Hz), 7.92(1H, s), 7.54(1H, d, 
J=8Hz), 7.25(2H, m), 7.08(1H, d, J=5Hz), 3.51(2H, q, J=9Hz), 2.64(3H, s), 
2.64(3H, s) 0 

[0137] mm** &10X\&m52 

$mW4\Z£.mt>tlKN- (4- (2, 4-v ? ^/V^T^-/V-5-^/V)t°yv^y 
-2-^)^0-^-1, 3-^T^(0.10g, 0.34mmol)> 4- (*J^frT$/)zff> 
^&-ifiBfeJfi(62mgh ^MVfn\f;V^;VT^y{UQu\)(Dli, N-S^A^*^ 
ATSK (5ml) m& {CBOPWII ('Oo'HJ 7V— /V - 1 ->f Ac***>HJ* (i?*7A'T 
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^T^/-N- (3- (4- (2, A-V^/V'f-T^—jV-S-' i;V)^)^l/-2-^( 
JVT^J) y*.~)V) 7*>T^'mk& (0.06 g> 39%) £#fc 0 
1H-NMR: 10.35(1H, brs), 10.02(1H, s), 9.69(1H, s), 8.51(1H, d, J=5Hz), 7.88(1H, 
s), 7.5K1H, d, J=9Hz), 7.24(2H, m), 7.08(1H, d, J=5Hz), 3.07(2H, m), 2.76(3H, s), 
2.75(3H, s), 2.66(3H, s), 2.64(3H, s), 2.44(2H, t, J=7Hz), 1.97(2H, m)„ 

[0138] mmm mv^msz 

(3- (4- (2, 4-^5^/^T)/-;V-5— M\?V$i?y-2-' <;VT^J)7*~ 
;V) -N' -^^^UT^WCo 

1H-NMR: 9.72(1H, s), 9.48(1H, brs), 8.53(1H, d, J=5Hz), 7.83(1H, s), 7.60(1H, 
brs), 7.55(1H, d, J=8Hz), 7.25(1H, dd, J=8Hz, 8Hz), 7.10(1H, d, J=5Hz), 6.92(1H, 
d, J=8Hz), 2.90C3H, d, J=4Hz), 2.66(3H, s), 2.64(3H, s) e 
[0139] »0)J47 m<D4k&®55 

3- {2-t°^y;v)-fxi^ym^m\\ mwt&msvwmmmmvWimz 

±«9N- (3- (4- (2, 4-iW/V^T^— ;V-5-^;V)^)K^>-2— i/VT^J) 
7*.~)V) -3- (K°Vi?l'-3-'(/V)7°u/<>>T^ZntZo 
1H-NMR: 9.84(1H, s), 9.62(1H, s), 8.50(1H, d, J=5Hz), 8.40(1H, d, J=5Hz), 
7.86(1H, s), 7.67(1H, d, J-8Hz), 7.50(1H, m), 7.31(1H, m), 7.21(2H, m), 7.06(1H, 
d, J=5Hz), 2.94(2H, t, J=8Hz), 2.66(2H, t, J=8Hz), 2.64(3H, s), 2.63(3H, s) G 

[0140] -MMW48 mi<D4k&m6 

3 - tun? 0 *? ^wfr-zi'tuy K£/8 v vr, ^ i k&m8<D%m&;tmmo 

SI^^J;i93-^na-N- (3- (4- (2, 4-v^5vV^T;/-/V-5— 

1H-NMR: 9.8K1H, s), 9.69(1H, s), 8.51(1H, d, J=5Hz), 7.59(2H, m), 7.25(1H, dd, 
J=8Hz, 8Hz), 7.09(1H, d, J=5Hz), 6.83(1H, d, J=8Hz), 3.73(2H, t, J=6Hz), 3.24(2H, 
m), 2.65(3H, s), 2.64(3H, s), 2.14(2H, m) 0 
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[0141] mmwm mwt&ms 

tm&ammzxw- o- (4- (2, 4-^f-^r^-^-5-^)^v^> 

1H-NMR: 10.24(1H, s), 9.66(1H, s), 8.50(1H, d, J=5Hz), 7.80(2H, m), 7.55(4H, m), 
7.13(1H, dd, J=8Hz, 8Hz), 7.07(1H, d, J=5Hz), 6.68(1H, d, J=8Hz), 4.74(2H, d, 
J=34Hz), 2.65(3H, s), 2.62(3H, s) c 

[0142] %i&mso mi<Dik&m9 

4- (2, A-^^)V^T-/—)V-^-y{)V)^)%^y-2-^)Vr^J)yzz.^V)^y 

1H-NMR: 9.68(1H, s), 9.60(1H, s), 8.49(1H, d, J=5Hz), 7.82(1H, s), 7.42(6H, m), 
7.19(1H, dd, J=8Hz, 8Hz), 7.06(1H, d, J=5Hz), 5.15(2H, s), 2.63(6H, s) 0 
[0143] m<»&«J60 

^ DP ^xf;^v\ mi<Dik&m<DM&mkmm<Dmmz£w- o- (4 

- (2, 4-^5 L /l^T > /— /v-5-^)fc°y$> ? V-2-^VT5:y)^=-/V)^h^ 

1H-NMR: 9.59(1H, s), 9.50(1H, s), 8.49(1H, d, J=5Hz), 7.81(1H, s), 7.46(1H, d, 
J=8Hz), 7.18(1H, dd, J=8Hz, 8Hz), 7.05(2H, m), 4.12(2H, q, J=7Hz), 2.64(3H, s), 
2.63(3H, s), 1.25(3H, t, J=7Hz) e 

[0144] mMms2 mv>4k&m2 

- (4, 5-^^/i^r^-/v-2— <}V)-fn-<ry^m\i\ ®nmzkmm<om& 

KHm- (3- (4- (4, 5-^f^f7y-/V-2- 

1H-NMR: 9.83QH, s), 9.73(1H, s), 8.53(1H, m), 7.82(1H, s), 7.55(1H, m), 7.33(1H, 
m), 7.2K2H, m), 2.42(3H, s), 2.34(3H, s), 2.02(3H, s) e 

[0145] H;!&#|53 mi<Dik<&m7 
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®&M4\Z£ynbtlttN- (4- (2, 4-^^/^T^-/V-5— l»t>y $i?> 

(4- (4- (2, 4-v^^vV^A-/V-5-- </V)K°])*i/y-2-4A' 

1H-NMR: 9.80(1H, s), 9.54(1H, s), 8.48(1H, d, J=5Hz), 7.66(2H, d, J=9Hz), 
7.49(2H, d, J=9Hz), 7.04(1H, d, J=5Hz), 2.65(3H, s), 2.63(3H, s), 2.02(3H, s) 0 
[0146] HJS0IJ54 m<Dik&V>)82 

3-T-thT$V7x.~fri?T~i/>'bShudong Wangb (Jounal of Medicinal 
Chemistry, 47^1662-1675^2004^) <Djjm\Z£<0'&btlZ>N' -(5— (3—^ 

^vKT^yr^y n^)-4 -^a^-t^—a*- 2-4 Ad— n, n -so^vi^/k^ 

T$v^£J8V\ SSi§0tj3iH#(D^^|9N- (3- (4- (2-T5/-4-^/V 

?-tv—a<- 5 - >f/v) try ^v- 2 -^T5y) r^vr^Y^m^ 

1H-NMR: 9.82(1H, s), 9.37(1H, s), 8.29(1H, d, J=5Hz), 7.72(1H, s), 7.54(1H, d, 
J=8Hz), 7.47(2H, s), 7.16(2H, m), 6.83QH, d, J=5Hz), 2.42(3H, s), 2.01(3H, s) 0 

[0147] mmss m<M\&mz 

T^J-l-{A-^;v-2-^;VT^^T^-;v-5—i;v)^n^/>^m\\ 

m^m3tmm<Dmmzxm- o- (4- {a-^;v-2-^?vt%j^/-^ 

- WVsi/- 2— i/V7%A 7*~A>) 7irKT$K£#fc. 

1H-NMR: 9.8K1H, s), 9.37(1H, s), 8.29(1H, d, J=5Hz), 8.01(1H, d, J=5Hz), 
7.78(1H, s), 7.47(1H, J=8Hz), 7.16(2H, m), 6.85(1H, d, J=6Hz), 2.83(3H, d, 
J=5Hz), 2.45(3H, s), 2.01(3H, s). 
[0148] m<Dfc&m03 

mrnm 1 ^xmhtittN - (4 - ( 2, a - v^a^t^-a- - 5 iw) try 

fttaON- (4- (4- (2, 4— ^^/V^T^/-/V-5— r/v)t°y$^-2—Y/v 
1H-NMR: 9.64QH, s), 9.42(1H, s), 8.50(1H, d, J=5Hz), 7.73(2H, d, J=9Hz), 
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7.16(2H, d, J=9Hz), 7.07(1H, d, J=5Hz), 2.93(3H, s), 2.66(3H, s), 2.63(3H, s). 
[0149] Hife#j57 &l<Dit&m04 

mtmm<DmmzwN- (4- (4- (2, 4-^^^ry-^-5— r/v)t°y^ 

>-2-^;VT^)y^;V)-{2, 2, 2-hy7/^o^^)^/^yT^KSr#fc 0 
1H-NMR: 10.15(1H, s), 9.68(1H, s), 8.51(1H, d, J=5Hz), 7.75(2H, d, J=8Hz), 
7.17(2H, d, J=8Hz), 7.09(1H, d, J=5Hz), 4.41(2H, q, J=9Hz), 2.66(3H, s), 2.63(3H, 
s). 

[0150] M1&M58 m<Dik&m05 

(CJ;!9N- (4- (4- (2, 4— S?^/^7V— fr- 5 -^AOfcTJJ 5i^-2->TA'T§ 

1H-NMR: 9.63QH, s), 9.59(1H, s), 8.51(1H, d, J=5Hz), 7.72(2H, d, J=9Hz), 
7.33(5H, m), 7.15(2H, d, J=9Hz), 7.07(1H, d, J=5Hz), 4.39(2H, s), 2.66(3H, s), 
2.63(3H, s) 0 

[0151] MMW59 m<D4t&mo6 

2-^y^^^^/^nw^m\ / \mi(D^m67(Dm^mtmmomi^ 

\Z£.VN- (3- (4- (2, 4— P*f'A^-7y—A'-5-' OWV*i?>-2-4/\'T5. 
;)7*.^;v) -2-^-*7*.i/jvvi$*y-^*WZo 

1H-MNR: 10.14QH, s), 9.64(1H, s), 8.51(1H, d, J=5Hz), 8.00(1H, d, J=3Hz), 
7.83C1H, d, J=6Hz), 7.74(2H, d, J=8Hz), 7.64(2H, d, J=8Hz), 7.22(1H, dd, J=3Hz, 
6Hz), 7.07(1H, d, J=5Hz), 2.66(3H, s), 2.64(3H, s) e 
[0152] Hife0j|6O m<Dib&%)54 

- (3- (4- (2, 4-i?^/^Ty?—/V-5-4/]')t°})$i?>-2-4/l'T$y)7* 

-N' -7o:=/V^l>l/TSr#/Co 
1H-NMR: 9.74(1H, s), 9.70(1H, s),9.67(lH, s), 8.51(1H, d, J=5Hz), 7.91(1H, s), 
7.57(1H, d, J=8Hz), 7.50(1H, d, J=8Hz), 7.29(3H, m), 7.09(3H, m), 2.64(3H, s), 
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2.62(3H, s) 0 

[0153] HJ60IJ61 *l©-fb-fr*26 

3 - ^ppft7iy - 2 -#/V*V^£ffl V \ *1 ©te^*23©jK3gifcfcl^fil© 
»K<WN- (3- (4- (2, 4-^^^Ti/-/V-5—f/V)t°y3:v ? ^-2— r 
;v7^)7x^) -2- (3-^onf-*7*y)*Acj?*1KK«r»fc. 
1H-NMR: 10.10(1H, s), 9.70(1H, s), 8.52(1H, d, J=5Hz), 8.10(1H, s), 7.91(1H, d, 
J=5Hz), 7.52(1H, m), 7.28(2H, m), 7.21(1H, d, J=5Hz), 7.09(1H, d, J=5Hz), 
2.64(3H, s), 2.62(3H, s) 0 

[0154] $mW62 m<Dik&m44 

%mmz7\^&>mhivtz.2-T^;-N- o- (4- (2, /v- 

5— T/V) </VT^;)-7^-/V) T±hT$h*-m.m& (0.10g, 0.26mmol) 

RTfhV^Sl'T^ (0.06ml) (DThy^V^yy V (5ml) ^K&fbTir^/V (0.02ml) 

55t1"^i:(J:J:t92-Tir^T^-N- (3- (4- (2, 4-^f/Vf7/-;l'- 
5-^)t°U^^-2-^/VT5:y)73:=/l-)T-fehT$K(0.06g, 58%)£#fc 0 
1H-NMR: 9.86(1H, s), 9.64(1H, s), 8.50(1H, d, J=5Hz), 8.16(1H, m), 7.88(1H, s), 
7.52(1H, m), 7.23(2H, m), 7.07(1H, d, J=5Hz), 3.87(2H, d, J=6Hz), 2.65(3H, s), 
2.63(3H, s), 1.89(3H, s) e 
[0155] MMM63 m<Dfc&%>45 

mmm38\z£<om(±>}vtc3-T$;--N- (3- (4- (2, 4-^^/^ry-/v- 

b-^/v)\fV^>-2-^;VT^/)y^;v)^u^T^Y^m^,Ml(0^m44 
<DM^mtmm(Dmmz.^3-T±^T^/-N- O- (4- (2, 4-$WA^ 
T*/—A>- 5 -17V) tfy^V- 2 — Y/KT V) 7x=/V) :/P^>7^K£#fCo 
1H-NMR: 9.86(1H, s), 9.64(1H, s), 8.50(1H, d, J=5Hz), 8.16(1H, m), 7.88(1H, s), 
7.52(1H, m), 7.23(2H, m), 7.07(1H, d, J=5Hz), 3.87(2H, d, J=6Hz), 2.65(3H, s), 
2.63(3H, s), 1.89(3H, s) D 

[0156] -w&m* mi<D^me 
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mMM3m£9nbtlti4-T^;-N- (3- (4- (2, 4-vW/1^7V-/V~ 

m&fekm&<D$imz£u-T±^/i<T^;-N- o- u- (2, a-^^m-t 

1H-NMR: 9.86(1H, s), 9.62(1H, s), 8.50(1H, d, J=5Hz), 7.92(1H, m), 7.87(1H, s), 
7.50(1H, d, J=8Hz), 7.23(2H, m), 7.06(1H, d, J=5Hz), 2.65(3H, s), 2.63(3H, s), 
1.79(3H, s) 0 
[0157] £MM65 m<D4k&mi9 

-N- (4- (4- (2, 4-^^/V^TV f -;V-5-^/V)t°yv^-2-^T5/) 

- (4- (4- (2, 4-^^)V^T^/—)V-^-y{)V)^)^y-2-y{)VT^Ay^ 

1H-NMR: 9.60C1H, s), 9.58(1H, s), 8.49(1H, d, J=5Hz), 7.69(2H, d, J=9Hz), 
7.55(2H, d, J=9Hz), 7.06(1H, d, J=5Hz), 3.65(4H, m), 3.11(2H, s), 2.65(3H, s), 
2.63(3H, s) 0 
[0158] m<D\\L-^m\20 

H^j65[C,tl9#b^c2-^nn-N- (4- (4- (2, 4-^^iV^-T9—)V- 

5 - -itv) t°y vJy - 2 - -i>T^y ) y^v) r± hT%y*m v \ m <Dit^m2o 

Ummtmm<DWimz£<9'N- (4- (4- (2, 4-^^/1^7^-/1— fc° 
y *^-2-J;VT*J)7^~;V) -2- (2-fcKn^^/VT5/)Ti?hT5K£# 

ft a 4mm/mm^*xw&i-%ztK£vimm.tLti 0 

1H-NMR: 10.56(1H, s), 9.69(1H, s), 8.95(2H, brs), 8.51(1H, d, J=5Hz), 7.72(2H, d, 
J=9Hz), 7.54(2H, d, J=9Hz), 7.08(1H, d, J=5Hz), 3.96(2H, m), 3.10(2H, m), 
2.67(3H, s), 2.64(3H, s) e 
[0159] ^5£^J67 m<O\k&®l08 

=^>g^nyK£jgi\ mi<Dit&m7<D$m&tmm<n®imz.£>9N- (4- ( 
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4- (2, 4-^^/^T^-^-5-y(^)\i°V^y>-2-4^T^)y^/V)=.=i 

1H-NMR: 10.40(1H, s), 9.66(1H, s), 9.11(1H, d, J=2Hz), 8.76(1H, dd, J=2Hz, 5Hz), 
8.5K1H, d, J=5Hz), 8.3K1H, dt, J=2Hz, 8Hz), 7.76(2H, d, J=8Hz), 7.70(2H, d, 
J=8Hz), 7.57(1H, dd, J=5Hz, 8Hz), 7.07(1H, d, J=5Hz), 2.66(3H, s), 2.65(3H, s) c 

[0160] mi<D4k&m35 

i - t±^/vk°^<}) i?^-4- u;v^m^m v \ « i <Dit&m3(Dm&&:t mm 

<Dmf\Z.X v )N- (3- (4- (2, 4-v ? ^/V^/-/V-5-^) t°y v^-2- 
4AT^y) 7^~>V) l -Tir^/M^y v ? >--4-^7/^V=3ri/T^K^#/c 0 
1H-NMR: 9.85(1H, s), 9.62(1H, s), 8.50(1H, d, J=4Hz), 7.47(1H, dt, J=2Hz, 8Hz), 
7.22(2H, m), 7.06(1H, d, J=4Hz), 4.41(1H, m), 3.88(1H, m), 3.05(1H, m), 2.66(3H, 
s), 2.65(3H, s), 2.65-2.55(2H, m), 2.0K3H, s), 1.85-1.70(2H, m),.1.60(lH, m), 
1.45(1H, m) 0 

[0161] %imm m<D4t&m7 

MMm48\Z£.V)nt>tltl3-?tiu-N- (3- (4- (2, 4-^^;^Ti/-^- 

5- ^/V)t°<J^i/y-2-^VT^y)7 3 :^)7 c n/^^/^>T5K(0.23g, 
0.52mmol) (^^V^y>(10ml)^Px.70 c C^-C-l!feMLfCo S^^lwTK^P^, ffi 

m^^M^mmut^^h^-r^z.t\zx.m- (a- {a- (2, a-v^jv^ 

/V^T5K(0.18g, 70%)£#fc o 

1H-NMR: 9.78(1H, s), 9.73(1H, s), 8.51(1H, d, J=5Hz), 7.64-7.56(2H, m), 7.24(1H, 
d, J=8Hz), 7.09(1H, d, J=5Hz), 6.83(1H, t, J=8Hz), 3.41(4H, s), 3.16(2H, t, 
J=6Hz), 2.65(3H, s), 2.64(3H, s) 2.30(2H, t, J=6Hz), 2.19(4H, s), 1.82(2H, m) 0 

[0162] njfe^j7o m<D4t&mo 

A-^/^-3-^b^y^/^T^py^m^W:itM3RxiAtmu<D^m^x'o 

4-^/V-N- (4- (2, 4— V*?-)\^-TV— ;V-5->(;\>) 
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mmmomm^N- (5- (4- (2, 4-^^^r^-/v-5-^)^y^^ 

1H-NMR: 9.57(1H, s), 9.28(1H, s), 8.49(1H, d, J=5Hz), 7.76(1H, s), 7.53(1H, d, 
J=8Hz), 7.1K1H, d, J=8Hz), 7.05(1H, d, J=5Hz), 2.64(3H, s), 2.63(3H, s), 2.13(3H, 
s), 2.05(3H, s) 0 
[0163] 'M1&M71 mi04k&%)69 

2 5 - -hvy^-^T-i/yzm v ^ KDit&mioomMkt mm 

(Dmm^XVN- (3- (4- (2, 4-v^/^T)/-7V-5-^)fc 0 y^>-2- 

1H-NMR: 9.80(1H, s), 8.86(1H, s), 8.39(1H, d, J=5Hz), 7.63(1H, d, J=2Hz), 
7.3K1H, dd, J=2Hz&8Hz), 7.12(1H, d, J=8Hz), 6.95(1H, d, J=5Hz), 2.61(3H, s), 
2.54(3H, s), 2.14(3H, s), 2.0K3H, s) c 
[0164] §H}&#|72 *l^b^68 

(D&mz&W- (3- (4- (2, A-i/^/V^-T-/-;V-5— <VU)t°l^>-2- 

y(/vT^)-2-^/vy^/v)r±hr^ntz 0 

1H-NMR: 9.32QH, s), 8.90(1H, s), 8.38(1H, d, J=5Hz), 7.25(1H, d, J=2Hz), 
7.18QH, d, J=8Hz), 7.12(1H, t, J=8Hz), 6.95QH, d, J=5Hz), 2.6K3H, s), 2.55(3H, 
s), 2.07(3H, s), 2.05(3H, s) c 

[0165] mm^mmi *-*72*i—i£ftmmim 

Hela»(ATCC No.CCL-2)d^^^(C^V^Total RNA£ftffiU 

UtZfy^— l£^J^ia^J#-^l(5'-GGA ATT CCA TAT GGA CCG ATC TAA 
AGA AAA CTG-3')S.t5Sa^J#-^-2(5'-GGG GGG CTC GAG AGA CTG TTT 
GCT AGC TGA TTC-3')-C£>So 
[0166] %mPCRRJfclZ£<onbtltimm\*. ftfc5mhtcXffi(Tne EMBO Journal 

Vol.17 No.ll P 3052-3065 1998)(C^$ttTV^-n72^— ^=>-Kjt^ 



WO 2005/113550 45 PCT/JP2005/009119 

[0167] mm^tt-n^*^— v=*-mmtt. *ra3§3^*- 

pET32a(Novagentt*Dfc3!CAU ilfifcfcft&fERLfc, Ambrookfeor 
^^n— ^v^-H^-x'^a.T^, HS(1989 Cold Spring Harbor Laboratory 

pressXk RTfAusube\b<Dfftl-&V0'¥fctottZ>%LtE<D-7vh^—fr, (1999 John 
Wiley and Sons Inc.) J \Zfflt*&S>Z\bt*'V%Z> 0 
[0168] ^<D^ %m^fo**^'V*Wm.f§*Mj&BL2\m (Novagenlfc) 

[0169] *--P723r"*— -tf*S3BmJfl *M$c£Ampicilin( 50 ug/ml 5LB* 

fMZ^ j%mU8t%25X>\Z$tfeU «S0.1mM IPTG(SIGMAtt)Sr^bPU 25t: 

ig*»7000rpm W^MMU 

[0170] H]I|J£Lfc^#:£36mltf>lysis buffer[50mM Tris pH6.8, 150mM NaCl, 20mM j3 
-Glycerophspate, 0.3mM Na3V04, 50mM NaF, 2mM PMSFC^fc^^/Mfvl'* 
/v:7*=/W), 7°nrT— tfBWttfr^AdE^-U^— ry/vfMt) ICS (OR 

io%np-4o zmnuto 

[0171] nyl^r-T— tf&Ni-NTA agaroself — X (QIACEN*t)t£ 
*yftx.*-n92^*^— ¥ «^-Lfcfc*~X£50ml<£>K buffer (1M 
KCl/lxTNTX G buffer (30%Glycerol, 0.5M KC1/ lxTNT)T?J5fci£U n723f"*-— 

[0172] (2)^-— n92^— ifTyiri' 

#?3^M£i>*Ri£JBMfl£(2()<hnM Tris-HCl(pH7.0X 100mM MgC12)1.5 m U 

50mM U ImM ^7WS®[LRRASLC]1.5/z I &Tfi, 

<ftSr**PL^DMSOaSSftl.5 m l?rinx.fCo 
[0173] @£^^M50mM Tris-HCl (pH6.8), 200mM NaCU 50% ^'Uirn— lmg/ml 

BSA]t -fcT*3RLfe*— n92^-^(lmg/m0 1.5 m lSrW^J^/WW© 
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[0174] ^TOfttft«>3:/Hc % 1.2 M Ci[(32P)ATK^BJ^Dn -> Jt*§t£>3500Ci/mmol)] 

^5 // L&***-fe/Vn— ;*(Wattmaru p8l)7^/V^— itw^/Kyx^^L, Hi' 

0.75%y^M-C3tII^L-C*^#3^^*L, KJfcUt32P&BAS5000 ( 
FUJIFILMth) fc/BV^TtHfifeLfc,, 

[0175] r^?^j(»*ftu©tf#te£W£U rh-^i/j(jb-g-4fc*U©tHRffl[*ioo%i: 

U ^btif^ffiU, BMIJStt©lC50|tt*J£Ufc. 
[0176] (3)M^* 

m&<D (2) *--n?2*-*— if Tyi?^&tf^MgKftV ^mZMVtdfc&s 

[0177] [*2] 
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tons] z.<D®Mk£^ ^mcDmmmx^titc^m^ mtt*-v72*i--i£fe 

[0179] , *f^T5^§^k#lb«WlW-5ii#-c*«. 

[0180] **3*mSH:, 2004^5^ 20 B 0 ##fFffi$l (#1(2004- 15 
0962#) vClSt) , ^(D±m^\M £^5o 
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[1] 



TIBS: (i) 



N 



Rv 



7 




(I) 



R 6 RXlR 7 it, m—Xf3Mft'3X7k*J%¥s /^D^Jg^, 7/l^/K fcKn**>, T 
/V=3^>, T^y, TA^ATSA TisAST^A #/W^>fVK TA3VV#/W^^A 

nxra^rytr^u 

R 8 i2COR 1( \ CO R l \ CONR'V 1 , CSNR'V 1 , SO R I0 XttOR ,0 **LKtf» 

2 2 

, R w TO"lt ^-XlWiot-T-R'U^, TO, #&UeV\&\ C ©7 

1-6 

a=¥i^ % c ©TA^t^ c ©T^uy^li^cT^i/y, ta^= 

2-6 2-6 

uy, T;^=^o5*)i^b3j@©y^v^-c(=o)-, -c(=o)o- N -oc( 

=0)-, -C(=0)N(R 14 )-, -OC(=0)N(R 14 )-, -NR 14 -, -N(R 14 )0-,N 
(R ,4 )C(=0)-, -N(R 14 )C(=0)0-, -N(R ,4 )C(=0)N(R 15 )-, -S(0 NR 

2 

14 S(0 -S(0 )N(R 14 )-, -N(R 14 )C(NH)N(R 15 )-, |»Xtt«S0 

2 2 

■cgiftLfctoov^tuft^ucs:* , R 14 &tFR 15 te, i^-xttJWeo-okSf;* 
B;7A*A£;^1- 0 h RTOtK^, /M3<rVjj^ fcKn**>\ TA3VK T^y, i/^ 
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*1rm&\*, R 9 i*zkiif lg^£^U X\t, 

R 8 }tCOR 1( \ CONR'V 1 , SO R 10 X«OR 10 ^L[^^,R 10 S.tm 11 ^, HJ-Xte 

2 

^&o-C-T-R 12 {5£t£, Ttt, #£U*l^\ C <DT /V^WXtt-^T /V^V 

1-6 

><D?1blfrb3m<D^]/>%-C(=0)-. -C(=0)0-, -C(=0)N(R 14 )-, - 
N(R 14 )— % -N(R 14 )C(=0)-Xtt^^JI^T-ia^Lfct>^OVN-f^^'t-c )X 

R 6 RxM 9 n,m^z^ir^Mmmi'tth^5^h7^m^%ir^m^i-m 

[3] ±-§E3;(i)4\ R'Rm.^m-xtegte-oXs r^^xnT^r^^-rn^ 
mxm\z.mt.o\t-&®, mmiM&Lozm. imm, ^mmx\mm^m 0 

[5] ±e^(d^ > R^immtt^mim\frh7!><D\ ^-rtiMzmmo^®. mm 
±ia3xi)* , R 3 ^.tm 4 ^^tim7K^^^^L, R^*mm*z*irM$im 
mm. 

m, ^im^R^mm^m^^ir^tmmtirm<D^&^/x\tmm 
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